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DECLARATION UNDER 37 C.F.R. S 1,131 



We, John A. Hamilton and Gary P. Anderson, declare that: 

1 . We are joint inventors of the subject matter of the above-identified patent 
application (the "'230 application"); the contents of the application are well known to us and we 
have read the Office Actions dated August 10, 2005 and March 28, 2006 as weU as U.S. Patent 
Application Publication No. US2000-0141994 to Devalaxaja, et al (the "994 Publication"). 

2. We carried out, or caused to be carried out at our direction and under our 
supervision, certain experimental work which demonstrates that the invention of the '230 
application was completed prior to March 20, 2000. 

3. A red number has been added in the lower left hand corner of the attached 
notebook pages to facilitate reference thereto. The dates have also been redacted. No other 
changes have been made to the original documents. 

4. The experimental work described herein occurred prior to March 20, 2000. 
Scientific data evidencing the conception and reduction to practice of the present invention from 
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the contents of attached Exhibit 1. The data come from our scientific laboratory notebooks and 
demonstrate that antibodies specific to GM-CSF are capable of ameliorating the effects of 
inflammation in a mouse by inhibiting or antagonizing the effects of GM-CSF on cells of the 
monocyte/macrophage lineage. 

5. We observed that mice with a knockout mutation in GM-CSF (GM-CSF -/-) 
demonstrated a significantly reduced incidence of arthritis compared to wild-type mice (GM- 
CSF +/+ ) or heterozygous mice (GM-CSF " /4 > This indicated that inhibiting GM-CSF could be a 
means of treating or preventing inflammation. Based thereon, we conducted experiments to use 
antibodies to specifically inhibit GM-CSF. 

6. DBAU mice were injected with type II collagen (CII) in Freund's Complete 
Adjuvant (FCA) to induce arthritis (Exhibit 1, top of p.l). After appearance of arthritis, these 
mice (10 per group) were either treated with 22E9, a neutralizing monoclonal antibody specific 
for GM-CSF or an isotype control (Exhibit 1 5 middle of p.l). The clinical score was monitored 
daily to ascertain the level of inflammatory arthritis present within the two groups of animals. 
As seen in Figure 1 (Exhibit 1 ? p. 3) 5 animals which were treated with the 22E9 monoclonal 
antibody specific for GM-CSF developed significantly lower levels of disease than those treated 
with the isotype control. 

7. Attached Exhibit 2 contains data from our scientific laboratory notebooks that 
demonstrate that antibodies specific for M-CSF are capable of ameliorating inflammatory 
arthritis in a mouse by inhibiting or antagonizing the effect of M-CSF on cells of the 
monocyte/macrophage lineage. 

8. We observed that mice with a mutation rendering M-CSF inactive demonstrated 
significantly reduced arthritis compared to wild-type mice. This indicated that inhibiting M-CSF 
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could be a means of treating or preventing inflammation. Based thereon, we conducted 
experiments to use antibodies to specifically inhibit M-CSF. 

9. DBA/1 mice were injected with CH in FCA to induce arthritis as described on 
page 1 of Exhibit 2. At day 27, mice exhibiting signs of arthritis were divided into 2 groups of 
10 and injected with either 5AI, a monoclonal antibody specific for M-CSF, or an isotype control 
antibody, DX48. The clinical score was monitored daily to ascertain the level of inflammatory 
arthritis present within the two groups of animals. As seen in Figure 2 (Exhibit 2, page 3), 
animals treated with the 5 AI monoclonal antibody specific for M-CSF developed significantly 
lower levels of disease than those treated with the isotype control. 

1 0. Accordingly, prior to March 20, 2000, we demonstrated that antibodies specific 
for GM-CSF or M-CSF are capable of ameliorating the effects of inflammation in a subject by 
inhibiting or antagonizing the effects of GM-CSF or M-CSF on cells of the 
monocyte/macrophage lineage. 

11. We hereby declare that all statements made herein of our own knowledge are true 
and that all statements made on information and belief are believed to be true; and further, that 
these statements were made with the knowledge the willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code, and that such willful false statements may jeopardize the validity of the application 
or any patent issuing thereon. 
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